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AB Provided are anti- tumor conipn. conprising monoclonal anti-VBGF/VPP 

antibodies and t£ixanes (e.g. taxol derivs. or Docetaxel) . These 

anti-VEGF/VPF monoclonal antibodies recognize >1 epitopes with sequences 

of KPSCVPLMR, SFLQHNKCBCRP, or KCBCRPKXDRAR. 
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(54) m9i<Dm] mm 
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(2) ^2 001-72589 (P20 0 1-7 2 589A) 



m. 

E G F/ V P F t y J- n-^;uii»rc* & C: i: SrltSi: 

mm] tKyEGF/wpF^y^fu-t/V'tm 

*«V E G F/V P F <0r 5 /iffiWiO-aT* *T£ffi 

1. KPSCVPLMR 

2. SFLQHNKCECRP 

3. KCECRPKKDRAR 

[0001] 

PF) (ii^rtifc«iiiiat^iffF-(VEGF) k tiif«>snTfe o , 

*BflJBSf{i rVEGF/VPFj t^Srri,) ry^' 
tc, JSifflliB^7)tiJSSr»i.&ilf^ffl<0'>^rv»«!l^Jfc@tt 
[0002] 

{Wk<n/m\ Jfet=. VEGF/VPF 

(1#^¥6-l 16 163^) , HaSlM'^i^ 

fc^^:^.^ (1^10-1 14680. #H¥1 0- 

129646) . 

10003] 

*yr5H^fl:^(E70io). a/i^hf-va, ;^T;ir-*- 

a(CarbendaziB), ^^Vv-yja, 'JV^v-Via, H 
7;^^f-i'!li, ^trxXPhoiBopsin), '^Xf-odf^- 
y(Ustiloxin). Syif'f ^' (J VJ±f-h7l^'f 

^''Jy^fiiStii^feMT'ft&A^, -e^Of^ffltLT, it's 

TN P-4 7 0<^i -3 ^:7-7df 'J ygi^McJ^MM PUS 



«4iflS?Stt$:lrtSfl:^1*l^i: VE G F/ V P FcoS 
[0004] 

fl:^t V E G F/v p Fotaigiisjai: sofljffltcov^ 

hi. *»q8ttVEGF/VPFr>^':r- 

•tmmi. mvEGF/ypFTyi'd=.xhmy 
EGF/vpFtyj' a— ^y^!i;^♦:T^^> s d k s-^at 
•fSMJ^iJit/^v E G F/ V p F t y o— 
«l«c*5VE G F/v P For S y KEJAcO-STfeST 
ieajH 1 -3<0iJ'^^:< k 1 1 okRi51-41;i*T'**i 
k Sr^k-rSWJ^tBStS i><7)Xhi . 
1. KPSCVPLMR 
2. SFLQHNKCECRP 
3. KCECRPKKDRAR 
[0005] 

[5|Hg<O|iaSC0Jgffi] VEGF/VPF (vascular endo 
thelial growth factor / vascular pemeability fact 

kv^9Si6<iteia<o4^. ifltsiss, mm<omm^j:t' 

[00 06] VEGF/VPFtKLTtts V^;^, 5 

IPmtflqtf * Z k i^m^iHZ^tlX V ( (Ferrara. 
N., ct.al. Endocrine Iteviewsl3:18(1992)). hhVE 

GF/VP Fiifi^^{CO(,^T<4-eOcD NA;C^-rC(C# 

mmx^wsmii'm^^ix. T^ymimmM^n 
Tk%s. ^<ojaffF*»<?.r5yifflBgR<oa5r&4ffia 

(TSy8«Sa**12Hi. 165®, 189 

ffl. 2 0 6ffli04aa) ififi^(>ti. ■eii'stfoi'fi 2 1 

(KOTSyK^^OttO (VEGF/VPFi21)k 1 

e5mriy>mis&WL<o{>(o (vegf/vpfi65) 

**B^e-C*6kSi3*l-C<-'>4 ((Ferrara N.. et. a 
I. Endocrine Reviews 13:18(1992)1. VEGF/VP 
F 12m V E G F /V P F 165(7):^ /l^;K^ x;l^*Sgffl|<04 

4mr$ywmi(Lfih<oxhi^~ vegf/ 

VPF121kVEGF/VPF165<OiaiC, Ifil^rtSWffi 

[00 07] 2|s|HB{Cl3(-^T, VEGF/VPFTV^' 
::/-;^hkJ4. J:H<OVEGF/VPF<Oftsffl«rllS-r 



(Taylor. S. etal.. Nature. 297 . 307. 1982), 
'Vt'jVtn— fV'VO^fflS'I (Folknan. J. etal.. S 
cience. 221. 71. 1983), rWK-Vnv • T-fe-f-h 
(Robin. J. B.. Arch. Opthalnl.. 103, 284, 198 
5) , eSKfll^SI (#BgBS63-119500t4i«) , A-fV 
-ii^VA (!Hm63-295509^^) . 7-7^ 'J V m 
S¥l-27982»t^«) , 'ry^-7xDVi8 (HS^ 

[0 0 08] *i%BflK:fctt&VEGF/VPFr>:J'3- 
-XhtLr»tLl^t)«Oi:LT«, VEGF/VPF 

ixMcl®«$ixSit^:<. 0ilx.«f. VEGF/VPF 
<^ffl^il*-rS^«tt^VEGF/VPF, tt:\i^ 
tf5-«*. VEGF/VPF<Og)S!{*<J5ffl8gSra«r5, 

ff)-^^imih:itifiXih. VEGF/VPFC 
f^ffl-f **S:*I4, TS/KS^l 2 Iffl. 1 6 5ffl. 

1 8 9 2 0 6 JiO 4 V E G F/ V P F y 

fjtVEGF/VPF^y^O— ^-/l'a:**«^tf<i,tl, «f 

tc, ^tjiVEGF/'VPFty:5'D— VE 

G F/ V p Fcor s ysiB?iJo-a!t'j>&Tieie^J i - 

3 : 

1. KPSCVPLMR 

2. SFLQHNKCECRP 

3. KCECRPKKDRAR 

10009} l&ffytaVEGF/VPPmiftLXli. 



(3) K200 1-72589 (P2 00 1 -7 2 589 A) 



Oliaii:<0JS^lgf C D RSaSrS t tffico^lg 

^»^t^«l!S LTffi^mt U>:!iift S ^ t 

y^'^T'i: LTIi, IgGl, IgG2, I gG3Xtt 
I sGAiJ^mhtlh, 

[ 0 01 0 ] .1? U ^ D-+;HiifWih MJ-frnttSJllHS 
fflteHL- 6 09J: O^fSLVE GF/VP F^DcDN 

y ^ a -^;l4iif«4I6!|!! ^ V E G F / V P F -WHS t » 
SiffiSrKO ajL^n^ Sxn-vffllEi: •S:il!-&LT^7t 
>'W7"J tti OfiittSClfc 

ifiT^ i . i<0/>-f r y H-V<0|StaWi.trKohlert 
Mi istein«0jri6(Nature, 256:495(1975) ll^tC J: Off ■? i 

[001 11 

^'^y-/KTaxol)*Jj:l/-5-cr)SI#*S:^ 
- H-b^^H:;KDocetaxel)*«*iaa5i:LTiPJR$*lTI-^ 
C00121 



(4) ^2001-7 2589 (P2001-7 2 589A) 




0 

H 
\ 

N- 
R' 

(00 1 33 ±£5t(cfcv^T R*^r-fe^;i^, R' m 
[0014] yi^mmmiir^^-rh^. S4-r& 

0. 1-10 omgAg^a/BT'fc o 1 B 1 mi}^mmz 

mxmxmBiz 1 EiXJi 1 ~2aiSltc l IhIS^;^ 

■^ii. m<r)&-^x'mt?>ztf}K'^. mim-^ 
itzmx\ xii. ii^mMxmm-i-izbi^mx' 

[0015] ^mi^Mmmmm^tmu^H-ti 
^tiz\i, • imm ■ mm ■ mmjmH^wm 

i//xii9^-fym.^'^mii. fibiii. 

a. TweenSO, ^yi-y. h hjUftr/l'T'S V (HS 

A)yib'?:mifiih<^x3>>'o. iJt(i, mmizmm 

^^rc)b</)U^mkLx\mtis:-^y-h-/u, rv 
'^mt'(^7Ji'Zi-i\^mim-ti':Lbii'X'^ 

1. isi«i(c, mm. mms, %m^mts.b iti 



0. mi:m^^^i>t:)fHzV^v-A^'7>( ^axy 

[0016] ttd^n&^th^-^ii^tuzm^tii 
m ■ wmi • mm ■ m ■ ^r^fi^mtm^^ti 
t>mm'pizmLk-mizm$tii!&^m ■ 

■ mm ■ wm ■ mm ■ ^m<ox o ^^iswsr-^ 
t-ri. X. mommmmb ixamAim ■ mm 

X. m-thmtmm^-t?>nmmivi}r>x{>0^ 
\'\ mz^mmmmm • u^mmti^r-^^tx 

[0017] 

( 1 ) VEGF/VPF^y-^v—tJl'tmt:^-th 
A'frUH-VOf^miBUJtbhVEGF/VPF c 

DNAizxmmit:m<f>i$mix*)\:^ hVEOp 

/VPFJ:«SL(YVPF ;#^7-3 1496-f 
^-t^-JWJy^'yh^=^'>T~y{KLH)b 

mfmit:, mh. KLH-YvpF-ci^Liitv<> 

:r*J ¥-^\mmifmiizX*)i'^--yi^l 
t:, YVPFt^'D-y-fKLfc>'W:fy K--7<o^»± 

m^\tiwmfi!j&mmizjif)m^. wPFtK 

S^lfZ. X. Cc^A'fy'JH-Td^M^-r&^/^'D 

mm'^^x-^jMmmmi.zFERM bp- 5 

6 6 91:LTa?i£$tlTV%&. 



(5) S20 0 1-72 589 (P20 0 1 -7 2 589 A) 



(00 18J (2) vEGF/vPF^y^'o— 

AbTrapGIU yr/l^'^y'r^) S-fflV^Tt/i'n- 

ffitCiOS^eS. MV833$i«c<0^'7;^«IgGlT 
X, TiEO:^Tffl^L7tVEGF/'VPF12 
laC/VEGF/VPF 165C*H-|. SSI^IililTOii 
•3 T*A '5*?KS<0*>' ^' n-t/U!iE«cJ4V E G F/V P 

O 5.7X10-"M±0.35X10-"M (VEGF 
/VPF121) 

O 1.10X10-'«M±0.11X10-««M(VEG 
F/VPF165) 

D— ^;H5i«tSr 0 . 1 wmcf M» •> A 5r-tO 2 
5 oM^B^Sm (PH= 9 . 0 ) "C 2 Atg/nl fc:^ O^h 
L^lg^rWJtri'-hfcl 0 0/tli*o»L4"CT- 
IfeKSfi.. <^:fc:;^>^>8l?a5r^§ i%bsa-pbs 

i3 0xel-roaaiDL3 7*C-C4^H8cStS. 1%B 
S A-P B S irffiO^t^^taO . 1 %B S A-P B St^ 
»U>: V P F fci 25 I gglV P F (' 25 1 MilV P F12Ui 
YVPFi&^D^SyT^tCiOSil, I'Mg^VP 
FieStSrvi^^-Atti 0^A)aEjijS5-;iXJ)^0 2 0 

o/xiaaraUT-Hfttta-ts. c:«Ri6®a[4'«vpF 

aig«VPF121*«0~lng/Jt. VPF165*»*0~10n 
^"K^ 125 1 SiSV P F 35< 1 X 1 0 4cplll/J^:(125 1 Sig 
VPF121 ; h(>.lvi/'K. 125IgilVPF165 ; 1 

BSA-PBs-c-eiHiijic^u/im. m-fo^osi 
yvL^m^^t.'mx.timmii^hi^i^^my 

til*0»S^«pI=5.2~5.5TA-o/S. 3SB$iS-C 

Sffi<7) I gGl ^ r<r>Si V P F * y D— 
fiif*:<?)^m^{ift^O«SUTV^*MV101*t pl =7. 



0--7.5T*0i''x^>'T>y^'ttOA4.6. pi 
= 4.2->-5.2(Ki>.K.J. et.al. Growth Factors,7:53 

[00193 (5) VEGF/'VPF*<Oty^'D— ^ 

(a) VEGF/VPF<0T5yiaBJil<0-SS:»-tCfflS 
■t6'<rf-H<^)ffi?t hVEGF/VPFmcOTSy 

E5«i!oaatft 1 2ffl<^r 5 yKit i rx^rf- h- 1 l 

f - HSr^/l':?- ty^rf - H-&flcffi[Maej i , N, J. et. al . 
J.Iiinunol.i»thod,134:23(1990))fcJ:')-&^U)t. t-f 

aiA$iut9-7;l/jrb-^M h^>'*;l';K-;KFiiioc)- 

hyrv-;p^T-eFii»c-r$yK^^$-ii-^c, n. 

TFBoc-TSyKS-^^?*, ^(OSf^Sr^Oig-rcit 
lil!Hi«^Sr«5*t^«:. yiy±x^&lfi^ri-Y\i\^ 

y^'^mfS.'^^m^tcx^m^Lt:. -^jRUfc 

(0020] 

[«11 



(6) S2 00 1-72 589 (P2 0 0 1 -7 2 589 A) 



1 

1. 


ArnAbuCuQNHn 


24 . 


QEYPOKIEYIFK 


47. 


VPTEESNITNQI 


2. 


NAEGGGQNHHEV 


25. 


EYPOKIEYIFKP 


48. 


TEESNITNQIHB 


3. 


EGGGQNKHEVVK 


26. 


YPOh'IEYIFKPS 


49. 


ESNITMQINSIK 


4. 


GGQNHHEVVKFM 


27. 


PDEIEYIFKPSC 


50. 


NI7NQINBIKPH 


5. 


ONHHEVVKF^IOV 


28. 


OEIEYIFKPSCY 


51. 


THQIHRIKPHQG 


8. 


HHEV^RFNOVYQ 


29. 


EIEYIFKPSCVF 


52. 


QINRIKPHQ6QH 


7. 


Dif If V 19 u nil If An o 

fiVVKrnDViQRS 


30. 


lEYIFKPSCVPL 


53. 


N8IKPHQGQHIG 


8. 


VKFMDVYQRSYC 


31.^ 


YIFRPSCVPLMR 


54. 


IKPHQCQHIGEN 


9. 


FHOVyQRSYCHP 


32. 


FKPSCVPLMRCG 


55. 


PHQGQHIGEHSF 


10. 


HDVYQRSYCHPI 


33. 


KPSCVFLM8CGG 


56. 


QGQHIGENSFLQ 


11. 


DYYQRSYCHPIE 


34. 


SCyPLKRCGGCC 


57. 


QHIGENSFLQHN 


12. 


VYQRSyCHPIKT 


35, 


CVPLMRCGGCCN 


58. 


IGEMSFLQHNKC 


13. 


JfQRSYCHPIETL 


36. 


VPLMftCGGCCND 


59. 


ENSFLQHNKCBC 


14. 


QRSYCHPIETLV 


37. 


LNRCGGCCNDEG 


60. 


SFLQHNKCEC8P 


15. 


RSYCHPIKTLVO 


38. 


NRCGGCCNDEGL 


61. 


LQHNKCECRPXK 


16. 


SYCHPIETLVOI 


39. 


RC66CCNDEGLE 


62. 


HNKCECKPKKDK 


17. 


YCHPIKTLVDIF 


40. 


C66CCNDEGLEC 


83. 


KCECRPKKORAR 


1 a 
lo. 


HPiirrLVDlFiik 




uCCNDEGLECVP 


64. 


ECbPKKDBABQE 


19. 


lETlVOIFQEYP 


42. 


CNOEGLECVPTE 


65. 


fiPKKDBAKQECD 


20. 


TLVDIFaEYPDE 


43. 


DEGLECyPTKES 


66. 


KKDRARQECDKP 


21. 


VDIFQElfFDEIE 


44. 


GLECVPTEESNI 


67. 


DRABQECDKPBB 


22. 


IFQEYPDEIEYI 


45. 


ECVPTEESNITN 






23. 


FQEYPDEIEYIF 


46. 


CVPTEeSNITNQ 







[0021] ( b ) Mvssm^tsim-h^ri- 
lis 

a±.<OX 0 LX-^OLLt: 6 7a<0^rf - HI4h b V E 

GF/vpF\2i(r>±ms^izfim-tlt(7)Thl. Ifz 

tl^nX 6 7a<0'>^rf-HtMV833ia«ct<0Ki5tt£S 
C: i: i "5 M VS33«:«Ot^V E G F/ V P F<Ofc'«0 

z x-^mfi&m&mizi: o e imn^n- h t m v833 
ii*fc<7)gj£tti^a^. 9 6;tN0sri^-h{3- 

MT-2^JScMtJt. 0. l%BSA-PBS-Cr^-h 
(Tim^mm^Ltztk. 2%BSA-PBSSrAilSia 
T-mfaftHLfc. 2%BSA-PBSS:^v^fca. M 
V833( 1 % B S A-P B SfSm 5: AixMiST' 1 ^HStS 
Ltz. 0.1%BSA-PBSt'6!H]i*?*m^U^dfv:y 

-HfSIRLn: t -y xiS-^-^x I gG (7 V i/^ Att) ( 0 . 



1 %B S A-P B S^) 5: AitSa-C 1 ^S»SL;t. 
0 . 1 % B S A- P B S T 6 Efift^aS . 3 Bg/iil :t;l' b 7 
xCWyy'T 5 y 2SK«*5 itXO . 0 1 9«)SKfl:** 
i^tiO. 2Mh 'J;^-^'xyB^ffiS(pH=5. 2)iX 

«btS(OD4 9 0/6 5 0)*aiSLyt. 5r*}, R 

[0022] M V833tn:fW4 6 7^i?5'^rf- Kc7)4'f 
^rf-HUmS^S 1, 32. 33, 60, 63«5-5 

3 iO^rf- H (Cti K P S C V P L M R t !< ^ 9 EJiW^Si 
\,Z-ttilX\^i>Ztii'0. w(r)««T'«MV833ii«c»± 
K P SC V P LMRfc V^d 75 y^JJUSPtJJ-taeLT 
V^Sfc^i^il*. MV8338i»ttVEG 



(7) 532 001-7 2589 ( P2 0 0 1 -7 2 589 A) 



F/VPF<^KPSCVPLMRiSllt SFLQHNK 
CECRPE?!lfcKCECRPKKDRARE^i:tcR 

mi: t r>x^^i>m^mtb'<ok»^miimjs<om^ 
F*<oziiBr<or s ymmm^zRjti ttzz t j: 6 . 

mx\yit^i.hiii>, 
(0023] {6)1KMmt» 
* SiffiSSSiiif -h"7'>;^«T»ct lift LJtth sat 

^B(HT-io8o) i2mnizmiiii. mim 

6E<0jC- ]f7^7.&TIZho7:^-il'irm\^Xffmb 

kgmmx ») 2mtk^i^, 8i«i»ttSB*»^> 1 2 . 

9 3f-H-7»>;^STt:T«ftL,^th?Lffi (MX- 
1) l&2nDftt:«J')a3L, Xdc'S-ffeEtO^-Kv^;^ 
STtc hor;<f-;H:fflv^-C»ttL3t. ^tt2 0 Ht**J 
4 Hmtw^'^y-zl'?: 2 0B8/kg^i»IRJ: 0 2a 

mifi.timi.nmo. 24. 28. 32. 36 

Bmz 10 0// g/-7>>;^5- 5 ^mmik^it:. m 

|g»*@2k:^. SI*. Dllnyho-yw 

a, mmimmt (m^) im-, 02*. nanx 

Ser Phe Leu Gin His Asn Lys Cys Glu 
1 5 

: 3 

S?«<0*$ : 1 2 
jSiS: 

lys Cys ClQ Cys Arg Pro Lys Lys Asp Aig Ala Arg 
1 5 10 



*-4.^*>*>^rJ: 0 t5'^y-;l'fc!n:*(j5rflffflL/::8PT{J: 
-5-ii-f)ft«!6Tfi4L!t8fJ:015i;^«tt**«<. I^iz 

t MUB ( MX- 1 ) ojRcfev^Tii, mam^-ip 

C0024] 

[0025] 
Sd?!l<0^$ : 9 



lys Pro Ser Cys Val Pro Leo Set Arg 
16 10 

wm^: 2 

E^COg$ : 1 2 



iiJ?il: 

Cys Arg Pro 
10 

[01 ] vEGF/vPFty^o-'^;^!a;«cfc5'=^y 

[@21 VEGF/VPFty^'O— ^;m*ti'4fy 



(8) H2 001-72 58 9 (P20 0 1-7 2 5 89A) 



imi] 




F^-A(##) 4B024 AAOl BA31 

4C084 AA02 BAOl BA08 BA17 BA18 

BA23 MA02 NA14 ZB261 

ZB262 ZC411 ZC412 Za52 
4C085 AA14 CQ? 0IB3 EE03 GG02 

GG03 GG04 GG06 GG08 
4C086 AAOl AA02 BA02 MA02 MA04 

NA14 ZB26 ZC41 Z(75 



[02] 




